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INVISTA S.arl
28 February 2007 INVISTA Building
P.O. Box 2936
Wichita, KS 67201-2936

TRACKING Number: 7005 0390 0001 6443 5087

TSCA Document Control Office (7407M)

ATTN: TSCA Section 8(e) Coordinator ~ “ 316-828-1000 Tel
EPA East Building, Room 6428 VON TAI N S NO CB www.INVISTA.com
Office of Pollution Prevention and Toxics ‘

U.S. Environmental Protection Agency N - I « —
1201 Constitution Avenue, NW %‘-}’::A.ﬁummlzﬁig bad éﬁyig
Washington, DC 20460-0001 st

Re: TSCA 8(e) Submission for draft Sub-chronic Toxicity data on 1,2-Diaminocyclohexane
Dear Sir:

INVISTA is submitting draft results from an OECD 422, sub-chronic toxicity study on 1,2-
Diaminocyclohexane (DYTEK® DCH-99), CASRN 694-83-7, conducted by NOTOX B.V., in the Netherlands.

Gross pathology results from a 28-day toxicity study with DYTEK® DCH-99, in drinking water, revealed a
pale discoloration of livers in male rats of the high dose group (500 mg/kg). Pale discoloration of the liver
was noted in 5 males. No discoloration was seen in any other dose group (0, 50, 150 mg/kg). No clear
effect on liver weight was noted when compared to other high dose male animals which did not show
pale discoloration of the liver. However, when adjusted for body weight, an increase in liver weight was
noted in all high dose males, when compared to control males. The NOEL for liver effects was 150

mg/kg.

In order to further evaluate whether the pale discoloration and/or organ weight changes are of
toxicological relevance, microscopic examination and evaluation will be conducted. In the absence of
microscopic information there is an indication that there may be a treatment related effect on the liver in
the high dose male rats.

The above information is from a draft study that has not yet been completed. INVISTA will submit the
final version of the study to EPA when it becomes available.

This report is being submitted in accordance with TSCA Section 8(e) guidance. Please do not hesitate to
contact me if you have any questions. I may be reached at (316) 828-1470.

Sincerely,

Befy Duneoc— MU

Betsy Duncan
TSCA Program Manager
Environmental Health and Safety

Attachments
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DYTEK DCH-99
APPENDIX 2

NOTOX Project 481049

MACROSCOPIC FINDINGS
MALES

ALL NECROPSIES

ANIMAL ORGAN

FINDING

DAY OF DEATH

GROUP 1 (CONTROL)

2 OOEONOOGTHAWN =

0

Kidneys
Bone

GROUP 2 (50 MG/KG)

11
12
13
14
15
16
17
18
19
20

Bone

Seminal vesicles

GROUP 3 (150 MG/KG)

21
22
23
24
25
26
27
28
29
30

Seminal vesicles

GROUP 4 (500 MG/KG)

31
32
33
34
35
36
37
38
39
40

Liver
Liver

Liver
Liver

No findings noted

No findings noted

No findings noted

No findings noted

Right side: pelvic dilation.
Tail apex: bent.

No findings noted

No findings noted

No findings noted

No findings noted

No findings noted

No findings noted

No findings noted

No findings noted

Tail apex: bent.

No findings noted

No findings noted

No findings noted

No findings noted

Right side: reduced in size.

No findings noted
No findings noted
No findings noted
No findings noted
No findings noted
No findings noted
No findings noted
No findings noted
No findings noted
Left side: reduced in size.

Discolouration, pale.
No findings noted
Discolouration, pale.
No findings noted
Discolouration, pale.
Discolouration, pale.
No findings noted
No findings noted
No findings noted
Discolouration, pale.

Scheduled necropsy, 08Feb2007,
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduied necropsy, 08Feb2007

Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007

Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007

Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007
Scheduled necropsy, 08Feb2007

W 16Feb07 11h23




DYTEK DCH-99 NOTOX Project 481049
APPENDIX 2

ORGAN WEIGHTS (GRAM)
MALES
END OF TREATMENT

ANIMAL  BODY W. THYMUS
(GRAM) (GRAM)

GROUP 1 (CONTROL)
451 . 0.619
413 0.324
444 —
410 0.417
421 —

437

451

397

380
0 437

S OONONHWN

GROUP 2 (50 MG/KG)
1 453
12 407
13 410
14 420
15 381
16 395
17 410
18 408
19 422
20 458

GROUP 3 (150 MG/KG)
21 411
22 459
23 375
24 386
25 464
26 400
27 455
28 425
28 396
30 388

GROUP 4 (500 MG/KG)
31 412
32 410
33 410
34 408
35 381
36 384
37 391
38 411
39 393
40 428

W= 16Feb07 11h23




DYTEK DCH-99 NOTOX Project 481049
APPENDIX 2

ORGAN WEIGHTS (GRAM)
MALES
END OF TREATMENT

ANIMAL  KIDNEYS ADRENALS SPLEEN TESTES EPIDIDYMIDES
(GRAM) (GRAM) (GRAM) (GRAM) (GRAM)

GROUP 1 (CONTROL)
3.00 0.068 1.052
3.29 0.070 1.096

2.82 0.068 0.781

3.17 0.046 1.219
3.50

0 —_———

D2OONOOHRWN -

GROUP 2 (50 MG/KG)
11 -
12 3.20
13 2.93
14 2.96
15 -—-
16 3.00
17 3.54
18 —-
19 -—
20 -—-

GROUP 3 (150 MG/KG)
21 2.82
22 3.63
23 2.96
24 2.88
25 3.19
26 —
27

28

29

30

GROUP 4 (500 MG/KG)
31 3.19
32 3.13

33 -

34 3.48

35 3.09

36 2.88

37 -

38

39

40

M- 16Feb07 11h23




DYTEK DCH-99 NOTOX Project 481049
APPENDIX 2

ORGAN/BODY WEIGHT RATIOS (%)
MALES
END OF TREATMENT

ANIMAL  BODY W. THYMUS
(GRAM) (%)

GROUP 1 (CONTROL)
451 0.137
413 0.078
444 —
410 0.102
421 —
437 0.122
451
397
380
0 437

S OO HWN

GROUP 2 (50 MG/KG)
11 453
12 407
13 410
14 420
15 381
16 395
17 410
18 408
19 422
20 458

GROUP 3 (150 MG/KG)
21 411
22 459
23 375
24 386
25 464
26 400
27 455
28 425
29 396
30 388

GROUP 4 (500 MG/KG)
31 412
32 410
33 410
34 408
35 381
36 384
37 391
38 411
39 393
40 428

M- 16Feb07 11h23




DYTEK DCH-99 NOTOX Project 481049
APPENDIX 2

ORGAN/BODY WEIGHT RATIOS (%)
MALES
END OF TREATMENT

ANIMAL  KIDNEYS ADRENALS SPLEEN TESTES EPIDIDYMIDES
(%) (%) (%) (%) (%)

GROUP 1 (CONTROL)
0.66 0.015 0.233
0.80 0.017 0.265

0.69 0.017

0.72
0.78

S OONDCTHRWN =

0

GROUP 2 (50 MG/KG)
11 -—
12 0.79
13 0.71
14 0.70
15 -
16 0.76
17 0.86
18 -
19 -
20 -

GROUP 3 (150 MG/KG)
21 0.69
22 0.79
23 0.79
24 0.75
25 0.69
26 -
27

28

29

30

GROUP 4 (500 MG/KG)
31 0.77
32 0.76

33 —-

34 0.85

35 0.81

36 0.75

37 —-

38

39

40
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INVISTA"

TSCA 8(e) Substantial Risk Reporting Determination
& Substantial Risk Review Committee (SRRC) Worksheet

NOTE: Every effort should be made to complete the Preliminary Review within 5 days of receipt of the substantial risk
information or data, if possible. If reportable to the EPA, the report must be submitted within 30 calendar days of receipt of
information or data by an INVISTA employee capable of appreciating the significance of the information.

Date Substantial Risk Information Received by INVISTA: 2/16/2007

Final Date the Notification is due to EPA (if required): 3/18/2007

PRELIMINARY REVIEW

Reviewer Name: Mark Mayes

Title: Managing Principal/Regulatory Toxicologist

Company: Experien Health Sciences, Inc.

Date Request Received: 2/16/07 Due Date: 2/21/2007

Substance Name: 1,2-Diaminocyclohexane (DYTEK® DCH-99)

CASRN: 694-83-7

Study Identifiers: OECD 422, DCH-99, Liver, Males, Sub-chronic

Study Date: 2006-2007, In progress

Study Type: OECD 422 28-Day Sub-chronic Toxicity Study with Repro

Summary:

Gross pathology results from a 28-day toxicity study with DYTEK® DCH-99, in drinking water, revealed a pale
discoloration of livers in male rats of the high dose group (500 mg/kg). Pale discoloration of the liver was noted
in 5 males. No discoloration was seen in any other dose group. No clear effect on liver weight was noted when
compared to other high dose male animals which did not show pale discoloration of the liver. However, when
adjusted for body weight, an increase in liver weight was noted in all high dose males, when compared to
control males. NOEL for liver effects was 150 mg/kg.

To further evaluate whether the pale discoloration and/or organ weight changes are of toxicological relevance,
microscopic examination and evaluation will be conducted. Unfortunately, these resuits are not likely to be
available until late April or early May, 2007. in the absence of microscopic information there is an indication that
there may be a treatment related effect on the liver in the high dose male animals.

Note: A review of the literature was conducted for this endpoint. This endpoint has not been described

previously in the scientific literature, for DYTEK® DCH 99

SRRC Review Required YES

Study Details: = - ' - .
Gross pathelogy results from a 28—day toxxc&ty study with DYTEK® DCH-99 in drmkmg water indicated a pale
discoloration of livers in male rats ‘of the high dose group. Pale. dlscoloratlon of the liver was noted in 5 males.
No clear effect on liver weight was noted when compared other high dose male anlmais which did not show
pale discoloration of the liver. However, when adjusted for body welght anincrease in ‘liver welght was noted in
-all high dose males, when compared to control: males NOEL for liver effects was 150 mg/kg

8(e) Reportable (Yes/No) YES
(To be decided by the SRRC committee.)
Date Due to the EPA (wl‘ n 30 days of date recelved by !NVISTA) 3N 8/2007

-8(e) Rationale:
The gross pathology findings of this sub—chromc study on DYTEK® DCH-99 may be reportab!e asa hazard
under TSCA 8(e). Effects seen in a vital organ, the liver, may be a dose-dépendent, irreversible effect.
Histopathology will-aid in further clarification of the seriousness of the effect. However, this microscopic -
analysis will not be available during the TSCA 8(e) reporting “window”. It is possible that, should the Committee

2/28/2007

Any person who manufactures, [imports,] processes, or distributes in commerce a chemical substance or mixture and who obtains information
which reasonably supports the conclusion that such substance or mixture presents a substantial risk of injury to health or the environment
shall immediately inform the [EPA] Administrator of such information unless such person has actual knowledge that the Administrator has
been adequately informed of such information. C:\Documents and Settings\TatnerRJ\Local Settings\Temporary Internet Files\OLK147\Dytek
DCH99_Subchronic Rat_28 day_Drinking water_Draft_Gross Path(OECD422)_8(e) Review_NOTOX-481049_16Feb07.doc




INVISTA"

agree that this gross effect is reportable; that retraction of this finding may be necessary at a later date. No
_determination was made as to whether the fmdtngs of this study represent a sngmﬂcant nsk of lnjury to human
health. :

Date of SRAC Review: 2/33/2007
" Reviewed by: (SRAC Members)
Betsy Duncan, Mia Lombardr Heather BIankmshlp, John Mlkan Mark Mayes Blake Blles

2/28/2007

Any person who manufactures, [imports,] processes, or distributes in commerce a chemical substance or mixture and who obtains information
which reasonably supports the conclusion that such substance or mixture presents a substantial risk of injury to health or the environment
shall immediately inform the [EPA] Administrator of such information unless such person has actual knowledge that the Administrator has
been adequately informed of such information. C:\Documents and Settings\TatnerRJ\Local Settings\Temporary Internet Files\OLK147\Dytek
DCH99_Subchronic Rat_28 day_Drinking water_Draft_Gross Path(OECD422) 8(e) Review_NOTOX-481049_16Feb07.doc
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